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IN THE UNITED STATES PATENT AND TRADEMARK OFFICE 


Applicant 
Patent No. 
Issue Date 
Patent Title 


Pharmacia & Upjohn Company (formerly The Upjohn Company) 

4,902,683 

20 February 1990 

CRYSTALLINE CEPHALOSPORIN HYDROHALIDE SALTS 


Commissioner of Patents and Trademarks 
Washington, DC 20231 


APPLICATION FOR EXTENSION OF PATENT TERM UNDER 35 USC 156 

Your Applicant, Pharmacia & Upjohn Company (formerly The Upjohn Company) (a 
copy of the Certificate of Amendment showing the name change is attached hereto as 
"Appendix A-2") represents that it is the Assignee of the entire interest in and to Letters 
Patent of the United States No. 4,902,683, issued to your Applicant, with inventors, 
Mahendra 1. Amin and Jay A. Campbell, on the 20th day of February 1990, titled 
"CRYSTALLINE CEPHALOSPORIN HYDROHALIDE SALTS." Your Applicant, acting 
through the undersigned attorney, hereby submits this application for extension of patent 
term under 35 USC 156 by submitting the following information required by 37 CFR 
1.740. An original of the Power of Attorney is attached hereto as "Appendix A-1." 


1. Identification 9f Affproved Prgdwt 

230 DD 21-0718 07/02/96 4902683 
The approved product is EXCENEL® Sterile Suspengiwe./Jgftiofa^ljijj^r^^ is 

the active ingredient in EXCENEL® Sterile Suspension which is an injectable animal 
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drug for treating swine respiratory disease. Ceftiofur hydrochloride is a chemical 
compound also known as: 

Upjohn Laboratory Code: U-64279A; 

Chemical Abstracts Services (CAS) Registry Number: CAS- 103980-44-5; 
Chemical Name: 5-Thia-l-azabicyclo[4.2.0]oct-2-ene-2-carboxylic acid, 7-[[(2- 
amino-4-thiazolyl)(methoxyimino)acetyl]amino]-3-[[(2- 
furanylcarbonyl)thio]methyl]-8-oxo, monohydrochloride, [6R-[6a,7P(Z)]]-; 
United States Adopted Name (USAN) or Generic Name: Ceftiofur 
Hydrochloride; 

Molecular Formula: C^gH^yNgO^Sg (HCl); 
Molecular Weight: 560.01; 
Chemical Structure: 



2. Federal Statute and Applicable Provision Under Which Regulatory 
Annroval Occurred. 

Section 512(c) of the Federal Food, Drug and Cosmetic Act. 

3. Date Permission Received For Commercial Marketing and Use. 

The Upjohn Company (now Pharmacia & Upjohn Co., as noted above) first received 
permission for commercial marketing and use of EXCENEL® Sterile Suspension under 
Section 512(c) of the Federal Food, Drug and Cosmetic Act (21 USC 360b(c)) on 26 April 
1996. 
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4. Identification of Active Ingredient in Drug Product and Statement That It 
Has Not Been Previously Annroved For Commercial Marketing or Use 
Under the Fe deral Food. Drug and Cosmetic Act, the Public Health 
Service Act or the Virus-Serum-Toxin Act. 

The active ingredient of EXCENEL® Sterile Suspension is ceftiofur hydrochloride. 
Ceftiofur hydrochloride has not been previously approved for commercial marketing or use 
under the Federal Food, Drug and Cosmetic Act, the Public Health Service Act, or of the 
Virus-Serum-Toxin Act. 

The active ingredient of NAXCEL® Sterile Powder is ceftiofur sodium. Ceftiofur 
sodium was previously approved for commercial marketing or use under the Federal Food, 
Drug and Cosmetic Act. . 

Ceftioftir hydrochloride is not a salt or ester of ceftiofur sodium. 

5. Statement That the Application Is Being Submitted Within the 60-Dav 
Period Permitted For Submission and the Last Dav On Which the 
Application Can Be Submitted. 

This application for patent term extension is being submitted pursuant to 37 CFR 
1.720(f) within sixty (60) days of the date 26 April 1996. The last day on which this 
application could he submitted is 25 June 1996. 

6. Identification of Patent For Which Extension Is Being Sought. 

Patent No. : 4,902,683 

Names of Inventors : Mahendra I. Amin and Jay A. Campbell 
Issue Date : 20 February 1990 

Expiration Date : 20 February 2007 


7. Copy of Patent 

A copy of the patent identified in paragraph 6 hereof is attached as "Appendix B." 
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8. Copies of Disclaimers, Certificates of Correction. Receipt of Maintenance 
Fee Payments and Re-examination Certificates. 

No disclaimers have been made, nor have any certificates of correction or re- 
examination certificates issued with respect to U.S. Patent 4,902,683. The Maintenance 
fees under 37 CFR 1, 20(e) for this patent are not now due; and it is the intent of the 
Applicant to pay the Maintenance fees as they come due. 

9. Statement That Patent Claims the Approved Product or Method of Using 
the Approved Product and Demonstration That Applicable Patent Claims 
Read on the Approved Product and Methods of Use , 

U.S. Patent 4,902,683 claims ceftiofur hydrochloride, which is the active ingredient 
of the approved product, EXCENEL® Sterile Suspension. This patent describes the 
preparation of ceft;iofiir hydrochloride, for example, at Col. 2, lines 3-48; Col. 3, lines 25- 
64; Col. 4, line 56, through Col. 5, line 59; and Examples 1-4 at Col. 7, line 41, through 
Col. 8, line 68; and states at Col. 5, line 60, through Col. 6, line 3, that the compound of 
the invention is useful for treating bacterial infections in valuable mammalian animals. 

Therefore, U.S. Patent 4,902,683 discloses the preparation and use of ceftiofur 
hydrochloride, and in claims 1-13, claims the compound per se, a process for preparing it, 
a pharmaceutical composition containing it and a method of using. Specifically, the 
claims of this patent read on ceftiofur hydrochloride, the active ingredient of the approved 
product, as follows A-D: 

A. The compound is claimed per se in claims 1, 2, 3, 4 and 5 as follows: 
1. A cephalosporin hydrohalide compound of the formula 



wherein X is chloride or bromide. 

2. A compound according to claim 1 where X is chloride. 
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3. A crystalline compound according to claim 1. 

4. A crystalline compound according to claim 2. 

5. A compoxmd according to claim 4 which has the following x-ray powder 

diffraction pattern when crystallized from an acetone/water mixture. 

Interplanar intensity 
d-spacings (r^laUvg %) 
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B. A process for preparing ceftiofur hydrochloride is claimed in claims 6-9 as follows: 
6. A process for preparing a crystalline cephalosporin hydrohalide salt of the 
formula 


o 



where X is chloride or bromide, which comprises the steps of 
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(a) treating the N-tritylamino cephalosporin compound of the formula 



with a solution of a polar organic solvent and water and hydrogen halide, where halide is 
chloride or bromide, in an amount which is at least stoichiometrically equivalent to the 
amount of the N-trityl compound (3) in the mixture, 

(b) heating the mixture from step (a) to a temperature of at least 45°C 
and for a time sufficient to effect detritylation, 

(c) decreasing the concentration of the polar organic solvent in the 
aqueous phase of mixture from step (b) to effect formation of crystalline cephalosporin 
hydrohalide salt (1), 

(d) separating the crystalline cephalosporin hydrohalide salt from the 
slurry mixture from step (c), 

(e) washing the separated crystalhne cephalosporin hydrohalide salt 
from step (d) with water and polar organic solvent, and drying the washed crystalline 
cephalosporin hydrohalide salt from step (e). 

7. A process according to claim 6 wherein the crystalhne cephalosporin 
hydrohalide salt of Formula 1 being prepared is the hydrochloride salt. 

8. A process according to claim 7 wherein in step (c) of the process, toluene is 
used as the non-polar, water immiscible organic liquid to separate by-product trityl 
alcohol and to decrease the quantity of the polar organic liquid in the aqueous phase of 
the mixture. 

9. A process according to claim 7 wherein step (c) of the process heptane is 
used as the non-polar, water immiscible organic liquid to separate trityl alcohol by- 
product and the mixture is distilled to remove polar organic liquid therefrom to enhance 
formation of the crystalhne cephalosporin hydrochloride. 
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C. A pharmaceutical composition comprising ceftiofUr hydrochloride is claimed in 
claims 10-11 as follows: 

10. A pharmaceutical composition useful in pharmaceutically effective dosage 
unit form for alleviating the effects of undesired bacterial infections in warm-blooded 
mammals which comprises a compound according to claim 1 in combination with a 
pharmaceutically acceptable carrier. 

11. A composition according to claim 10 wherein the compound is ceftiofur 
hydrochloride. 

D. A method of using ceftiofur hydrochloride is claimed in claims 12-13 as follows: 

12. A method for alleviating the effects of undesired bacterial infections in a 
warm-blooded animal which comprises administering to an animal suffering such a 
bacterial infection an effective amount of a compound of claim 1 in a pharmaceutically 
acceptable dosage unit form. 

13. A method according to claim 12 wherein the active compound is ceftiofur 
hydrochloride. 
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10. Relevant Dates During Regulatory Review 

Relevant dates and information pursuant to 35 USC 156(g) to enable the Examiner 
of Health and Human Services to determine the applicable regulatory review period are 
set forth below. 

Because this new animal drug product was the subject of much diligent research 
and development activity before government agencies, its regulatory history is somewhat 
complex. (A complete chronology of these activities is attached hereto as "Appendix C") 
Therefore, Applicant has set forth below two alternative methods (Scenarios I and II) for 
determining the applicable regulatory review periods for the present application: 
Scenario I: 

The Investigational New Animal Drug (INAD) application 4601 for ceftiofur 
hydrochloride for the treatment of bovine respiratory disease was filed on 29 August 1985. 
The FDA acknowledged this filing for this drug on 12 December 1985 (effective date). 
Upjohn worked with due diligence on this drug under this INAD from this date until the 
present and continues to work under this INAD, as evidenced by the chronology for INAD 
4601 attached hereto. Some of the studies conducted under this INAD were considered 
essential for the approval of the present NADA 140-890. 

The New Animal Drug Application (NADA) 140-890 for ceftiofur hydrochloride for 
the treatment of bovine respiratory disease was filed on 30 March 1988. Upjohn worked 
with due diligence on this drug under this NADA, as evidenced by the chronology for 
NADA 140-890 attached hereto. Many submissions were made under this NADA from 
22 March 1990 (a date after U.S. Patent 4,902,683 issued) until 5 October 1993. 

The Investigational New Animal Drug (INAD) application 9138 for ceftiofur 
hydrochloride for the treatment of swine respiratory disease was filed on 5 November 
1993. The FDA acknowledged this filing for this drug on 10 November 1993 (hereinafter 
"effective date"). Upjohn worked with due diligence on this drug under this INAD from 
this date until the drug was approved on 26 April 1996. 

Under FDA Policy Guide 1240.3040 and CVM's Document and Submission 
Information Update, dated April 1995, pivotal portions of NADA 140-890 were submitted 
for phased review under INAD 9138 as follows: 

1) INAD Fihng: 5 November 1993 

2) Human Food Safety: 2 March 1995 
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3) 

Environmental Assessment: 

28 March 1995 

4) 

Target Animal Safety: 

2 March 1995 

5) 

Efficacy: 

2 March 1995 

6) 

Metabolism Chemistry 

2 March 1995 

7) 

Maniifacturing Chemistry: 

16 August 1995 

8) 

Administrative NADA Filing: 

3 April 1996 


The Administrative NADA 140-890 for ceftiofiir hydrochloride for the treatment of 
swine respiratory disease was submitted on 3 April 1996. NADA 140-890 for ceftiofur 
hydrochloride was approved for marketing in the United States on 26 April 1996. 
Scenario II: 

The Investigational New Animal Drug (INAD) application 9138 for ceftiofur 
hydrochloride for the treatment of swine respiratory disease was filed on 5 November 
1993. The FDA acknowledged this fihng for this drug on 10 November 1993 (hereinafter 
"effective date"). Upjohn worked with due diligence on this drug under this INAD from 
this date until the drug was approved on 26 April 1996. 

Under FDA Policy Guide 1240.3040 and CVM's Document and Submission 
Information Update, dated April 1995, pivotal portions of NADA 140-890 were submitted 
for phased review under INAD 9138 as follows: 


1) 

INAD Filing: 

5 November 

1993 

2) 

Human Food Safety: ... 

2 March 

1995 

3) 

Environmental Assessment: 

28 March 

1995 

4) 

Target Animal Safety: 

2 March 

1995 

5) 

Efficacy: 

2 March 

1995 

6) 

Metabolism Chemistry 

2 March 

1995 

7) 

Manufacturing Chemistry: 

16 August 

1995 

8) 

Administrative NADA Filing: 

3 April 

1996 


The Administrative New Animal Drug AppUcation (NADA) 140-890 for ceftiofur 
hydrochloride for the treatment of swine respiratory disease was filed on 3 April 1996. 
NADA 140-890 for ceftiofur hydrochloride was approved for marketing in the United 
States on 26 April 1996. 
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A pplicable Regulatory Period With Respect to the Approved Product and 
the Significant Dates Applicable to Such Activities. 
A brief description of the development activities undertaken by The Upjohn 
Company during the applicable regulatory review period with respect to ceftiofur 
hydrochloride and significant dates applicable to such activities are attached hereto as 
"Appendix C" and is a chronology of communications between The Upjohn Company and 
the FDA between 29 August 1985 and 26 April 1996 regarding INADs 4601 and 9138 and 
NADA 140-890, 
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12. Applicant's Qpinion As to Whv the Patent is Eligible for Patent Extenision 

and How the Length of Extension Was Determined. 

Applicant believes that U.S. Patent No. 4,902,683 is eligible for an extension under 
35 use 156 because it satisfies all of the requirements for such extension including, inter 
alia, the following: 

(a) 35 use 156(a): 

U.S. Patent 4,902,683 claims a new animal drug product. 

(b) 35 use 156(a)(1): 

The term of U.S. Patent 4,902,683 has not expired prior to submission of 
this application for extension. 

(c) 35 use 156(a)(2): 

The term of U.S. Patent 4,902,683 has never been extended; 

(d) 35 use 156(a)(3): 

This application for extension is submitted by the owner of record of U.S. 
Patent 4,902,683 in accordance with the requirements of 35 USe 156(d) and 37 eFR 1.710 
et. seq. 

(e) 35 use 156(a)(4): 

The approved product EXeENEL® Sterile Suspension was subject to 
regulatory review prior to its commercial marketing or use. 

(f) 35 use 156(a)(5)(A): 

Permission for the commercial marketing or use of the product, EXeENEL® 
Sterile Suspension, after the regulatory review period is the first permitted commercial 
marketing or use of the product (ceftiofur hydrochloride) under the provisions of the FOe 
Act (21 use 355) under which such regulatory period matured; 

(g) 35 use 156(c)(4): 

No other patent has been extended for the same regulatory review period 
for the product EXeENEL® Sterile Suspension (ceftiofur hydrochloride). 


Determination ef Length ef Extension 

The length of extension of the patent term of U.S. Patent 4,902,683 claimed by 
Applicant is from a minimum period of 1 year, 3 months and 4 days to a maximum period 
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of 3 years, 2 months and 6 days under 35 U.S.C. 156(g), calculated in Scenarios I and II 
as follows: (In these calculations, it is assumed that 30 days equal 1 month; also half- 
days are ignored.) 
Scenario I: 

The length of extension of the patent term of U.S. Patent 4,902,683 claimed by 
Applicant is 3 years, 2 months and 6 days pursuant to 35 U.S.C. 156(g) as follows: 

a) One half of the INAD regulatory review period for the approved product 
beginning 10 November 1993 (the INAD "effective date") and ending on 2 
April 1996 (one day prior to the date on which the NADA for the approved 
product was initially submitted), such sum being equal to 1 year, 2 months 
and 11 days. 

b) The term of the NADA regulatory review period commencing on 22 March 
1990 (the date of the first submission to the NADA after U.S. Patent 
4,902,683 was issued) to 5 October 1993 and the period commencing on 3 
April 1996 (the date the NADA for the approved product was originally 
submitted) and ending on 26 April 1996 (the date on which the NADA was 
approved), such sum being equal to 3 years, 7 months and 6 days. 

c) The sum of paragraphs (a) and (b) in this subsection equals 4 years, 9 
months and 17 days. 

d) This sum is limited to 3 years, 2 months and 6 days because under 35 
U.S.C. 156(c)(3) the period of extension cannot exceed a patent life of 14 
years from the date of NADA approval. The original term of U.S. Patent 

I 4,902,683, after NADA 140-890 was approved, was 10 years, 9 months and 

25 days (26 April 1996 to 20 February 2007); therefore, a period of extension 
of 3 years, 2 months and 6 days will give U.S. Patent 4,902,683 a life equal 
to 14 years. 

e) This sum is not limited under 35 USC 156(g)(6)(A) which states that if the 
patent involved is issued after the date of enactment of this section, the 
period of extension may not exceed 5 years. The period of this extension is 
3 years 2 months and 6 days, which is less than 5 years. 

f) Applicant herewith, claims an expiration date of 26 April 2010 for U.S. 
Patent 4,902,683 pursuant to 35 U.S.C. 156. 
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Scenario II: 

Alternatively, the length of extension of the patent term of U.S. Patent 4,902,683 
claimed by Applicant is 1 year, 3 months and 4 days pursuant to 35 U.S.C. 156(g) as 
follows: 

a) One half of the INAD regulatory review period for the approved product 
beginning 10 November 1993 (the INAD "effective date") and ending on 2 
April 1996 (one day prior to the date on which the NADA for the approved 
product was initially submitted), such sum being equal to 1 year, 2 months 
and 11 days. 

b) The term of the NADA regulatory review period commencing 3 April 1996 
(the date the NADA for the approved product was originally submitted) and 
ending on 26 April 1996 (the date on which the NADA was approved), such 
sum being equal to 23 days. 

c) The sum of paragraphs (a) and (b) in this subsection equals 1 year, 3 
months and 4 days. 

d) This sum is not limited under 35 U.S.C. 156(c)(3) which states that the 
period of extension cannot exceed a patent life of 14 years from the date of 
NADA approval. The original term of U.S. Patent 4,902,683, which 
remained after NADA 140-890 was approved, was 10 years, 9 months and 
25 days (26 April 1996 to 20 February 2007); therefore, a period of extension 
of 1 year, 3 months and 4 days will give U.S. Patent 4,902,683 a life equal 
to 12 years and 29 days, which is less than 14 years. 

e) This sum is not limited under 35 USC 156(g)(6)(A) which states that if the 
patent involved is issued after the date of enactment of this section, the 
period of extension may not exceed 5 years. The period of this extension is 
1 year, 3 months and 4 days, which is less than 5 years. 

f) Applicant herewith, claims an expiration date of 24 May 2008 for U.S. 
Patent 4,902,683 under 35 USC 156. 

Given the complex and lengthy regulatory review period required for this new 
animal drug product, Applicant beUeves that the Length of Extension as determined in 
Scenario I above is the more appropriate period of extension for U.S. Patent 4,902,683. 


Docket No.: 4121.JF1 
U.S. Patent 4,902,683 
Application for Extension 

-14- 

The regulatory chronologies attached hereto show that Applicant put forth continuous, 
diligent effort throughout this drug's lengthy regulatory review. Also, this period of 
extension is most consistent with the legislative intent of 35 USC 156 which is to 
encourage new drug research by restoring the patent term lost to premarket approval. 
Clearly, Applicant believes that the Length of Extension as determined in Scenario II 
above is the minimum period of extension to which U.S. Patent 4,902,683 is entitled. 
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IS. Acknowledgtnent of Dutv of Disclosure 

Applicant acknowledges a duty to disclose to the Commissioner of Patents and 
Trademarks and the Secretary of Health and Human Services any information which is 
material to the determination of entitlement to the extension herein sought. No such 
information beyond what is disclosed herein is known to Applicant. 

14. Efifi 

The prescribed fee for receiving and acting upon this application for extension to be 
charged to the applicant's account as authorized in the accompanying letter which is 
submitted in duplicate. 

15. The Name. Address and Telephone Number of the Person to Whom 
In quiries and Correspondence Relating to the Application for Patent Term 
Extension Are to Be Directed: 

Martha A. Gammill 
Intellectual Property Legal Services 
Pharmacia & Upjohn 
301 Henrietta St. 
Kalamazoo, MI 49001 
Telephone: 616-833-7829 
or 

Lawrence T. Welch 

Intellectual Property Legal Services 

Pharmacia & Upjohn 

301 Henrietta St. 

Kalamazoo, MI 49001 

Telephone: 616-833-9537 


16. Certified Duplicate of Annlication 

A certified duplicate of this application is attached as "Appendix E." 
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17. Declaration {^i - ' f- 

The declaration set forth in 37 CFR 1.740 (b) for Patent Term Extension under 3^ / 
use 156 is attached as "Appendix D." " ' " 

Signed thia^t- day of U/K^ 19 

Alartha A. Gammill, Attorney 
Registration No. 31,820 
Telephone: (616) 833-7829 
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APPENDIX A-1 

N THE UNITED STATES PATENT AND TRADEMARK OFFICE 


In re : U.S. Patent 4,902,683 

Issued : 20 February 1990 

To : Pharmacia & Upjohn Company (formerly The Upjohn Company) 

For CRYSTALLINE CEPHALOSPORIN HYDROHALIDE SALTS 

Commissioner of Patents and Trademarks 
Box Patent Extension 
Washington, DC 20231 


POWER OF ATTORNEY 


Pharmacia and Upjohn Company, a corporation organized and existing under 
the laws of Delaware and having its head office at 7000 Portage Road, Kalamazoo, 
Michigan 49001 (formerly known as The Upjohn Company), being the owner of record 
of the above-identified U.S. Letters Patent, hereby appoint Raymond G. Amer 
(Registration 32,958), Donald L. Comeglio (Registration 30,741), James D. Damley, Jr. 
(Registration No. 33,673), Martha A. Gammill (Registration No. 31,820), William G. 
Jameson (Registration No. 27,199), Bruce Stein (Registration No. 27,231), Lawrence T. 
Welch (Registration No. 29,487), Thomas A. Wootton (Registration No. 35,004), and 
Lucy X. Yang (Registration No. 40,259), all registered to practice before the Patent and 
Trademark Office as my attorneys or agents with full power of substitution and 
revocation to prosecute this application and all divisions and continuations thereof and 
to transact all business in the Patent and Trademark Office connected therewith and 
request that all correspondence and telephone communications be directed to the 
following person(s) at the maihng address and telephone number hereafter given: 


Name 

Registration No. 
Address 


-Telephone No, 
Telefax No. 
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Martha A. Ganunill, Attorney 
31,820 


Intellectual Property Legal Services 
Pharmacia & Upjohn 
301 Henrietta Street 
Kalamazoo, Michigan 49001 

(616) 833-7829 or (616) 833-9500 

(616) 833-8897 or (616) 833-2316 


PHARMACIA & UPJOHN COMPANY 



ler, Esq. 

Vice PresidenJf, Intellectual Property Legal Services 


Dated 



APPENDIX A-2 
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Appendix A-2 is a copy of the Certificate of Amendment showing the name change 
from The Upjohn Company to Pharmacia & Upjohn Company 


APPENDIX A-2 

certificate of Amendment^ State of Delaware W PAGE 1 

Office of the Secretary of State 


1, EDWARD J. FREEL, SECRETARY OF STATE OF THE STATE OF 
DELAWARE, DO HEREBY CERTIFY THE ATTACHED IS A TRUE AND CORRECT 
COPY OF THE CERTIFICATE OF AMENDMENT OF "THE UPJOHN COMPANY", 
CHANGING ITS NAME FROM "THE UPJOHN COMPANY" TO "PHARMACIA & 
UPJOHN COMPANY", FILED IN THIS OFFICE ON THE ELEVENTH DAY OF 
JUNE, A.D. 1996, AT 3:30 O'CLOCK P.M. 




0527510 8100 
960170705 


Edivard J. Freel, Secretary of State 

AUTHENTICATION: 
DATE: 


7982329 
06-12-96 


CERTIFICATE OF AMENDMENT 
OF 

CERTIFICATE OF INCORPORATION 
OF 

THE UPJOHN COMPAtJY 
The Upjohn Company, a Delaware corporation, hereby certifies as 

follows: 

FIRST. The Board of Directors of said corporation duly adopted a 
resolution setting forth and declaring advisable the amendment of Article First of 
the certificate of incorporation of said corporation so that, as amended, said Article 
shall read as follows: 

"FIRST. The name of the corporation is Pharmacia & Upjohn 
Company (the "Corporation")." 

SECOND. In lieu of a vote of stockholders, written consent to the 
foregoing amendment has been given by the holder of all of the outstanding stock 
entitled to vote thereon in accordance with the provisions of Section 228 of the 
General Corporation Law of the State of Delaware; and such amendment has been 
duly adopted in accordance with the provisions of Section 242 of the General 
Corporation Law of the State of Delaware. 

IN WITNESS WHEREOF, The Upjohn Company has caused this 
certificate to be signed by Don W. Schmitz, its Vice President, Corporate Law, and 
Assistant Corporate Secretary, on the 3--^' day of Jun^e^ . 1996. 


^7 ■ - . THE UPJOHN COMPANY 

: ^'ij- By: ^^£7X7 ^.z-A^ 7^ 

r^"^ ^^/^/ Don W. Schmitz " 

■•■-.T..'...-- " Vice President, Corporate Law, and 

■ — ' ■ Assistant Corporate Secretary 


APPENDIX B 
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Appendix B is a true copy of U.S. Patent No. 4,902,683 


APPENDIX B 
U.S. Patent 4,902,683 


United States Patent [i9] [in Patent Number. 4^02,683 
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Subject 

Drug shipment to Dr. Daryl G. Meyer of Gothenberg, 
Nebraska. Trial #788-969(M)-GGS-010 (2nd shipment). 

Drug shipment to Dr. Robert A. Smith of Stillwater, 
Oklahoma. Trial #788*9690-0-GGS-86-011 (2nd 
shipment). 

(Re: 20) Upjohn submits TR#788-9690-86-002 as ^ 
response to FDA's question regarding the mortality rate ^ 
experienced with the 0.6 mg/lh body weight dose of 
ceftiofur Na in the therapeutic equivalency study. 

(Re: 27) Because the migority of the animals in the field 
trials required a 6-day regimen of 0.6 mgAb body weight, 
and were medicated only for 3 days, CVM recommends 
the label indicate treatment regimen for "up to 5 days". 

Based on several stated fiacts, Upjohn requests 
preslaughter withdrawal period be reduced finom 90 days 
to 14 days. 

(Re: 29) CVM concurs with request to reduce withdrawal 
period from 90 days to 14 days. 

Revised formulation-Upjohn provides information on 
the revised formulation of ceftiofur HC1» and the 
validation of gamma irradiation terminal sterilization 
procedures, and other general information relative to 
this application. 

Revised formulation*ProtoooI submitted-Upjohn 

submits proposed pivotal study protocol, 788-9690-1- 
SAB-93-001. Referenced studies (previously submitted) 
included. Study to establish revised formulation is 
equally bioequivalent to approved ceftiofur Na. Requests 
conference to discuss proposed study (continued firom Vol 
2), 
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Subject 

Revised formulation-Upjohn submits and requests 
review of proposed pivotal study protocol, 788-9690-1- 
SAB-93-001. Referenced studies (previously submitted) 
included. Study to establish revised formulation is 
equally bioequivalent to approved ceftiofur Na. Requests 
conference at earliest convenience to discuss proposed 
study (continued in Volume 1). 

(Re: 31) Revised formulation- Per phone request, 
Upjohn amends submission of 3/5/93 to reflect it now be ^ 
phase-reviewed under INAD 4601 as a manufacturing ^ 

section. 

(Re: 32) Developmental plans •Upjohn requests 
confirmation of a meeting for 4/14/93 to discuss various 
developmental plans. 

(Re: 32,34) Developmental plans - TUC requests 
meeting for 12 May 1993 to further discuss 
developmental plans. Attachments submitted via 
facsimile; not formally submitted. 

(Re: 34) Upjohn submits four Tech Reports and requests 
these be reviewed within the context of the 
developmental proposal agreed to at the 5/12/93 
conference (continued from Volume 3). 
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To FDA 

Vaughn 
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Vaughn 

Vaughn 

Vaughn 



Subject 

(Re: 41) Revised Dose Confirmation protocol* 

Upjohn submits revised protocol 788-9690-0-BH-93-001 
and includes list of all modifications. 

(Re: 37,43) Additional data- Upjohn submits TR# 705- 
7923-93-005; 93-007; and 93-010 to document the MICu 
and MICm for each species listed on current labeling for 
Naxcel S. Po. and thus will be basis for Excenel S. Susn^ 
labeling. 

(Re: 38) Amended authorization- CVM authorizes 
2000 additional animals, addition of subcutaneous route, 
a 48 hr pre-slaughter withdrawal, and a 48 hr milk 
discard time. 

(Re: 40,42) Pivotal Tissue Residue Protocol- Upjohn 
submits protocol 788-7926-0-SAB-93-004. Upjohn refers 
CVM to the 9/28/93 anid 9/9/93 submissions to assist in 
review. 

(Re: 32,35,40,42) MOC of 4/14/ &5/12- CVM cites some 
confusion in Upjohn summaries of the 4/14 and 5/12/93 
meetings (submitted 7/28/93). CVM ofifers several 
additional comments which were inadvertently omitted^^ 
in their response letter of 9/9/93. W 

Drug shipment to Dr. Terry Terhune, Health 
Management Services, Tulaie, CA, Trial «788-9690-0- 
BH-93-002 (dose confirmation study). 

(Re: 41,43) Dose Confirmation Procotocol - Per CVM 

suggestions, Upjohn has contacted CVM (Dr. Nevius) 
regarding statistical-related questions 5 & 6 in CVM 
letter E0030. Upjohn now seeks confirmation that theae 
issues are now resolved. 

< 
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Subject 

(Re: 36) Tech Reports review- Results of TR 788-9760- 
87-014, 788-9760-89-002 accepted. Method vahdation 
missing from TR 788-9760-88-014; review cannot be 
completed. Comments regarding TR 788-7926-91-006 
need to be addressed before method is found to be 
acceptable. 

(Re: 54,59) MOC- Upjohn submits Memo of ^ 
teleconference regarding iigection site collection 
procedures and regarding Item 4 of CVM's 11/29/93 
letter. Also includes a trip report, and revised protocol 
788-7926-0-SAB-93-004, and TR 7220-92-021. 

(Re: 45) CVM completes review of submission and 
requests we submit the MIC's of reference strains and 
interpretative criteria for acceptance of test results. 

Meeting request- Upjohn requests meeting to discuss 
Chemistry/Manufacturing/Control issues, specifically; 
revised formulation, specifications, manufactiuring and 
nada timeline, pre-approval inspection, and revised EA. 

(Re: 61) CVM notes some discrepancies in Memo of 
Teleconference. Also comments on Trip Report, Iiyection 
Site Reactions, and Revised Tissue Residue Protocol (j^ 
(decision criteria for study incomplete, pending receipt ot 
supporting docimientation). 

(Re: 69) Upjohn documents Upjohn/CVM meeting of 
12/15/93 discussing 1) vahdation of radiation process 
used to terminally sterihze SOS ceftiofiir HCl and 2) 
container closure integrity test. 
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Subject 

Upjohn proposes a new INAD be established for the 
hydrochloride salt of oeftiofur as antimicrobial therapy 
for swine. Requests authorization for 6000 swine, 3 IM 
doses once daily, not to exceed 5 mg/kg BW, and a 10- 
day withdrawal period. (INAD 6067 to be retained 
exclusively for ceftiofur Na for bacterial respiratory 
disease and coUbadllosis in swine). ^ 

(Re: 1) FDA acknowledges receipt of and assigns No. 
9138 to this appUcation. 

Drug shipment- Upjohn submits notice of drug 
shipment of 150 ml vials of ceftiofur HCl sterile 
suspension to the subsidiary in Belgiiun, do ANDeBock. 

(Re: 1) FDA grants authorization as requested (5000 
swine, IM once daily for 3 days, 5 mg/kg BW, 10-day 
withdrawal period). 

(Re: 1,4) To fietdUtate future reviews, product formulation 
should be dearly identified. As requested, this INAD is 
categorically excluded from requirement to prepare an 
EA 

Upjohn details proposal designed to support the approval 
of a supplemental appUcation to unapproved NADA 140- 
890 to indude treatment of the bacterial component of 
respiratory disease in swine. 

(Re: 6) Upjohn submits request and agenda for meeting 
(via telephone) to be held 5/24/94 to discuss and reach 
concurrence on Upjohn's development plan. 

(Re: 6,7) Upjohn expresses grave concerns about 
teleconference of 5/24/94 because Upjohn was informed 
that the efficacy portion could not be discussed because 
of various concerns by Agency personnel. Upjohn 
requests CVM reconsider its position. 
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Subject 

Phased Review- Upjohn submits the Environmental 
Assessment document and supporting tech reports and ■ 
references; labeling and FOL 
Ends in Volume 10, begins in Voliune 

FOI-Upjohn provides diskette of thei FOI Summary. An 
additional diskette containing a data^summary and 
statistical analysis finom TR-796-7926.94-001 will be 
submitted under separate cover. 

(Re: 17,19) As requested, Upjohn provides ASCII Format 
Computer Diskette(2), which contains raw data for 796- 
7926-94-001. 

(Re: 17) Per phone conversation, CVM requests dilution 
range used in TR 705-7923-93-007 and 93-010, and 
values for quality control organisms. Also cites poor 
copy quality. Upjohn will provide. 

(Re: 17,21) Upjohn provides dilution range and quality 
control information and corrected copies of "Table 6" 
finom the two TR's cited in phone conversation. Also 
provides some additional quality control information. 

Confirmation requested for 6/14/95 mtng to discuss and 
gain CVM concurrence on proposal to validate a product^ 
lot size range using same manufacturing equipment. 
TUC will design & submit protocol based on discussions. 
MOC will issue. 

(Re: 18) Corrected pages of Reference 10 in the EA are 
provided. 

(Re: 23) Upjohn submits MOC of 14Jun95 meeting. CVM 
supports proposal if certain conditions are met. Suggests 
conferencing post-approval validation studies with 
District office. PAI triggered by filing of complete NADA 
and estimate of approval date. 
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(Re: 17, 34)) FDA considers the Efficacy component 
COMPLETE. FDA has further revised the FOI 
Summary submitted 8/21/95 and provides copy of 
(General Information and Effectiveness sections. 

(Re: 18,24) FDA grants a categorical exlusion from the 
requirement to prepare an EA. 

(Re: 37) FDA agrees with MOC exept for some items ^ 
under "Example 5". 

Re: 35&38) FDA provides MOC of 10/5/95 meeting . 
Requests Upjohn provide MOC of same. 

(Re: 35) Upjohn responds to FDA's comments of 8/31/95 
regarding Human Food Safety issues. Revised FOI & 
Labeling included. (Begins in Volume 24, ends in Vol. 
20). 
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(Re: 35) Upjohn responds to FDA's comments of 8/31/95 
regarding Human Food Safety issues. Revised FOI & 
Labeling are included. (Begins in Vol. 24, ends in Vol. 
20). 


Tab No. 

00 


Date 

CO 

i 


Miscellaneous 



From FDA 



To FDA 

Vaughn 





I 

9 


OD 
CO 


i 


I 
1 


I 
I 


i 


4) 'a 


I I 
II 

'-' ft 


'3 3 


I 


nc3 

|i 

If 

ft'C 

11 



..8 


o 

CO 
CO 


CO 00 0) 


5li 


|S3 


(§1 


i 


CO 


5 


5S 


5S 


I 


s 


1—1 


o 


§ 


I 

I? 

II 


I 

s 


1° 

a .p 


II 


I 


5 


I 
I 


I 


I 


I 

31 


I 


I 



I o 

ON 
O 


3 


U CO 

Q CO 

1 1 


O 


to 

CO 


to 


o 

X 


I 

< 

u 

z 

3 
2 


o 
Z 


< 

o 

I 


< 

e 


o 

C • rO 
O OO W 


CL 
CO 

s- 

CD 


u a: 

< O 
OJ 


fO O 

E 

C c/1 


CO 


> 

o • 

-Q I— 
O 

o 

E 
O 
C U 

E 

a; 
<D 3 
s. c: 


c 

o o o 

14- o 


CO 

> 
c o 

o 


to <D 

Q. O. 0) 
CO to 
Q- O 3 
^ +-» CO "D 




00 

0 

00 

0 



0 


CD 


\ 


CO 

0 
oc 




2. 


a* 
a. 



W 


O* 


•!-> 

c • 


o oo 





o. 



u 3: 

<v 





Q. 3 



c ^ 

<C O 

•f- CO 

*f— 

> 

CT> -M 

o • 

3 4- 



O 

Q O 

> 


O 

M- 

E 

O 

+J o 

E 

c u 



c to 

1= 

<: 3 







C 


4-> -1- 


+-> 

00 s. 

C 

■M O 

O O 



B 


^ <D 



o 


>r» • 

> 

(/) Q) 

c o 

C CO 



O Q- 

Q. a> 

•f-5 

t/> to 

Q- O 


ZD 4-> 



o 
Z 

2 


< 


2 


00 
00 
\ 

o 

<r> 

CO 


o 
o 

UJ 

o 
a; 


1 


c 
o 

c 
a; 
a. 
m 

0^ 


0) 


X 


o 

p 

< 

U 

z 

3 
2 


< 

Q 
u. 


< 

Q 
U. 

3 


o 



i 


E 
3 


c • 



O CO 




•r- 



Q. 


to O 

CO 


o 3r 



•r- 






ex. 3 




c 


< O 




> 



o 

• 


JH 


^ <D 


o 

Q O 

**- 

> 


o 


»— *4_ 


E 

(0 O 

+J 

O 

E 

c 




C t/) 

E 





to 

a> 

2 a; 

Q) 

3 



C 

s ■*-> 





+J 

CO i- 


c 

•M O 

o 

o 

•1- <4- 


u 

E 



^ a> 

c 



o 


CO 



> 

CO 

a; 

c o 

c 



cu 

*D 

o Q. Q. a; 


CO 

CO 

Q. O 

3 



CO "O 


o 

Z 

t 


i 


00 
00 

o 

CO 


o 


o 

CO 

c 

CL 
CO 
3 

00 


0) 


LU 

X 
LU 


z 

o 

p 

< 

u 

z 

3 
S 

! 


< 

o 
tt. 

i 

u. 


< 


C3 


o 


I 








) < 1 






O IE 










w 


CL *| 



< O 


lO 

•r— 

> 


CTt 

O 







Q 

Q O M- 

> 


o 


» — ^- 


E 


+J 

o 


c 



Of ci- 

c to 








<D 


o; 




e 



■r- 
•!-> 

CO U 

s- 

c 

4-> O 

o 

o 



u 


c 



o 


CO 



> 

CO 

a> 

c o 

c 

to 


cu 


O Q. 


<u 


to 

CO 

CL O 



ZD +-> 




o 

Z 


CO 
CO 


o 


CO 


s 

2 


< 

Q 
b. 

I 


< 

£ 


CD 


(U 
to 






o 





c * 

'O 


o 

r 

W 






Q. 


to o 

to 






^ 






(L) 


Q- ^ 

£3 


< o 




> 



o ^ 







Q O »+- 



o 


<— i+- 


> 

o 

•M 


E 

C 

c 

•1- <u 

0) 



B 




ed 

5 (U 


3 

(U ^ 


C 




to u 


C 

-M O 

o 

o 

•I- *4- 


u 

^ o; 

C 



o 


CO 't- 

•r- 


> 


(U 

c o 

C 

to 



ro 

O Q. 

(U 


to 

t/l 

cx o 

3 

•r- 

Z3 -M 00 ^ 



i 

o 


% ' w 


+j 


CO 


O 




O 00 


1 






d) ^ 


(J 


<u < 






iO Z 








<y ^ 




'3 */) 








(J ^ 


to c 




< 


Q C 

Q 

u_ 0 






r~ t/) 

(J 



" E 


0) XI 

Q- 



^ 10 



a; o c 

U «4- -1- 

<a ^ o 
Q. </) a> to 

Q. O to f— 
<0 3 O (Q 


to 


*0 +-> "-^ 


O U > C 

t|- C «3 

C +-> Q 

O O ct 

0.2: 

4J I— 

to Q) Q) ^ 

*a +j +j 


i/) +-> 

-O X) 

> >> 

O <J 

C <D 

o o 

•1-3 i/i 

:3 -o 


2^ 


4-> 
(O 


Q. 

*o 


>> to 

0^ to 

<o -o 

(O s- 2 
E +-> 

•I- to O 

C -I- s- 

ct E O 

<U N 


to _ 


ro t/» ^ 

o o 


(U 

-o O 
o o 

0) 

• -o 

to U. C) 
ro S "O 

tO > 

4-> <y o 
o -c u 

.— -(-> Q. 


o 
o 


ro U oQ 

C to >^ 

O) o 

E = ro 

C OJ O • 
O +J -o 

*— M- +J 
> Q.UJ C 
C E ro 
LU O ^ i~ 

* c c 

-o 

4-> = .— o 
4- -O XJ 

ro c ro a; 

00 ro _1 Q. 








00 

a> 3 

Kompl 



la ry 

00 

»— u 




^ 



f— 1 


00 

e 




3 


0 -o 




00 

\ 


to 

c 

t/) 


0 

0 

•r- 

c 


t-l ^ +J 



0 0 



-M 


u. 

4- 


Q 
U. 

•f- 



0 

Q) C 


E 

U 



"O 

0 

XI 

OJ 00 




3 

to 


0) 

(/) 0) 

+-> 

tA 



•*-> 

C 0) 

(/> 


a> c 

4-> 

0 E 

-0 


ro 

(U 


c 

C 






ro 

i 



■(-> 

0 

#-^ 


0 


to 


''esf 

a> 


c 

<v 

U 0) • 

c 


•r- 


(0 


'0 



U O) */) 



'oJ 


•r- 3 3 




X3 


M- to 


<U 

a; 

ro 

ro 

to 


U 


_l 


LU •«-> 

0 

■0 



U 


"•-> 

CL 

-0 




0 C 

ID 

ro 


OsJ 

<a: 4-> 'r- 0 



+J 


0 



>> 



u. 

0^ a> 0 

in 

X3 

0^ 



> xt 


C 

t- 


to • 


to 




4-> _I to 


S- 


to 


ro > 


0) 

to 




;Re: 

4-» 


'i 

<u 

<U C X 

+J 

> 

a; 

a: 

ro Q£ 









0 


(/) 
<u 
s. 
-o 

ro 

O 
-»-> 


E 


3 

a- 

CU 



Si 


iohl 

he 

• 

cx 
=> 

•M 0 
0 
-0 1—1 


c 



ro 

C 

cal 

ns 

0 

ice 

0 

pol 


ca 

OS 

fei 





con 

•r- 
U 
CU 

or 


'TUC 

S- 

<u 

age 



cx 

FD, 

Q. 0 
Ct.CU 

s- 

3 

Q. 

d) 

to 

to 


to 

-0 


<U 

(U 



OS 


> 

cx 

Re: 

0 

0 

pr 

pr 





o 
z 

3 


CM 


ro 


CO 


o 


.2 


00 
00 


o 

CO 


ro 


00 
00 


GO 
00 


CM 
CVJ 


00 


00 
00 


00 
CSJ 


00 
00 


OsJ 


CTv 
00 


cn 

00 


CM 


00 


cn 

CM 



o 


CU 
CL 
iA 
3 
00 

CU 


(U 


s 

2 


CO 


Lf) 


o 

tA • 
I— ^ 
ro I 
I— 

CU 

00 I— 


o 

X 


< 

u 

z 
s 


c 




</} 


c 


Q) 


+-» 


to 






JZ 

ro 


C3 


(U 

ro 
CJ5 


< 


ro 
CD 


0) 

ro 
CD 


^ ft 
ro 
C3 


(U 


CJ 


f 


en d) U 
o s- 

Q.-0 <V 
ZD -M 
CO fO 

00 

00 O o«3 
CM 3 


o -r- E • 

t/) +-> 

3 C U 

OJ I— cC ct 
-t-> 

+J X O C 

<LI <U -I- O 

I— U -r- 

o3 0^ +-> 

u_ c e^ o 


■•-> >> 
E i 

E E 
O 3 • 

I— »-« 
*o o 

C Lu 3 

o a 


2 -i- 

CO 


c 
o 


■o 
■o 


CO 


CO ^ 


ct >» O 
Q S- 
U_ ■!-> 4-> 

CO 

--^•^ -o 
CO E -a 
* d ^3 

o <u 
E 

o c o 
cc o oo 


O Oi 

> CO 

to o 
4- Q. 
CO O 
•I- s- 
Q. 

4- 
•r- O 

c; 

x: c 
+J o 

•r— 
CO +-> 

E O 
s- <u 

•I- oo 


-»-> o 


CO 


E -O 

■I- CO 

ii> 

= o <y 
o 


u 

03 • 
X I— 

u 


CO 


I- to 


CO "O 


o 

a; o 


3 O 


c 
o 

<u 

CO 
00 


_ c 
to 


■o 

CO 


< fl3 'O 

Q O > 

Ll_ 'f— O 

t— t Q. 

= r- fO 

<L> <U -Q S- 

Qd ^ to a 


> 


+-> 

tO 

-I- 00 <a 

^i'l i 

00 q: on 


E -H 

^ o 

-o 
<u 
• to 

r- > 

^ 0) 

> 

o -o 

Q. to 

a. 

c 

o 

a; I— 
c 

O) "O 
O Q) 
X -M 
LU C 

^ il . 

CM CL 

I— to 

" to E. 
<u c E 


* 






c 










o 



o 









•»-> 


<u 

to 


4-> 



C 



•r~ 

o 



-l-> 






o 



o 


to 

c 


c 

a> 



s.. 


4- 

0) 



4- 


CO 

<U 



S- 





E 





4-) 

3 

to 


CO 


c 




c 

>^ 

E 


s- 

•r* 

"o 




E 

0} 

Q- E 


ZD 




GO 





CO 


1— 1 

o 



u. 




o 


-a 

> 


c 



to 






• 

c 

3 t/) 

o 

00 O 

•r- 




o <u 

<u 





■O M- 

>> 



l/l i. 

o 



> »— 

'o 


o 




X 

*+- 

o 

O »— 

CO 


Q) C 

0) 

-o O -C 

-r* 

+-> 

> +J 


O OJ 

c 

S- 1— 


o. <u 



CO 

c 

(U 

JZ 00 


O <U -D 


3 

Q. 3 



CO 

O 


^ c 

O 

CO 

in 


Q 

JZ 

-J 

• • o 


<U -1- 

a; 

q: -c jc 


4-> 



o 
z 

I 


CM 


CO 


in 


CO 

CM 
CM 



CO 


CO 


CO 

CO 
CM 


CO 


o 







II 







-o 




4-> 

O 00, 


M- 00 



i 



CM 

3 C 

!^ \ 

00 U 


O 



<D 


C3 4- 


O 

«3 <£ 


E 

Q 5- 

to 

u. <u 

o 

+-> 

4- > 

-»-> 

C 

O O 


on 1— 



to 


C5 


< 

Q 

O 



Subject 

Upjohn confirms meeting for 11 June 1992 to discuss 
final outstanding issues associated with pending 
approvals including Rx labeling for this product. 

(Re: 23) Upjohn submits Memo of Conference concerning 
marketing status (OTC to Rx). Copy of regulatory 
chronology included. 

(Re: 21) Upjohn submits revised FOI which reflects the % 
evaluation of the mutagenicity data, the marketing 
status and dose range. 

Upjohn informs CVM that we are not presently prepared 
for a Pre-Approval Inspection (PAI). We will amend 
appUcation when designated facility is available. 
Requests concurrence that NADA is approvable except 
for outstanding PAI concerns. 

(Re: 13,22) Upjohn submits revised labeling reflecting an 
Rx marketing status and provides for a dosage range so 
the "Indications" are exactly same as was basis for 
approval of Naxcel S. Po. 

Upjohn confirms meeting to discuss a number of pending 
appUcations and wishes to review the history and 4 
current status relative to an approval of this NADA 

(Re: 26) CVM finds that Memo of Conference accurately 
interprets meeting. However, offers two comments 
regarding some of our remarks. 

(Re: 27) Pending complete update of Manufacturing 
Chemistry portion, application remains incomplete. Will 
hold FOI & labeUng in file for review at time of 
reactivation of NADA Data must be provided to 
demonstrate that new formulation is bioequivalent to 
currently approved ceftiofur sodium product. 
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APPENDIX D 

IN THE UNITED STATES PATENT AND TRADEMARK OFFICE 

In re : U.S. Patent 4,902,683 

Issued : 20 February 1990 

To : Pharmacia & Upjohn Company (formerly The Upjohn Company) 

For CRYSTALLINE CEPHALOSPORIN HYDROHALIDE SALTS 

Commissioner of Patents and Trademarks 
Box Patent Extension 
Washington, DC 20231 

DECLARATION 

Sir: 

The undersigned attorney, an employee of Pharmacia & Upjohn Company, 
which is the Applicant (owner) for Extension of Patent Term under 35 USC 156 with 
regard to U.S. Patent 4,902,683, hereby declares as follows: 

1. THAT she is a patent attorney authorized to practice before the patent 
and Trademark Office and has general authority from the owner to act on behalf of 
the owner in this patent matter; 

2. THAT she has reviewed and understands the contents of the application 
being submitted pursuant to 35 USC 156 and 37 CFR 1.740; 

3. THAT she beUeves the patent is subject to extension pursuant to 35 
USC 156 and 37 CFR 1.710; 

4. THAT she believes an extension of the length claimed is fully justified 
under 35 USC 156 and the applicable regulations; and 

5. THAT she believes the patent for which the extension is being sought 
meets the conditions for extension of the term of patent as set forth in 35 USC 156 
and 37 CFR 1.720. 

The understood hereby declares further that all statements made herein of 
her own knowledge are true and that all statements made on information and belief 
are believed to be true; and further that these statements were made with the 
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knowledge that willful false statements and the like so made are pimishable by fine or 
imprisonment, or both, under Section 1001 of Title 18 of the United States Code and 
that such willful false statements may jeopardize the validity of the application or any 
extension of patent term issuing thereon. 
Further declarant sayeth not. 


Signed thi€ ?f day of ^U/r\JL^ 1996. 


artha A. Gammill, Attorney 
Registration No. 31,820 
Telephone: (616) 833-7829 
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APPENDIX E 


I hereby certify that Appendix E, attached hereto, is a true copy of the 
application for patent term extension of U.S. Patent 4,902,683. 

V Martha A. Gammill, Attorney 


Registration No. 31,820 
Telephone: (616) 833-7829 


PATENT/ Docket No. 4121.JF1 
U.S. Patent 4,902,683 


^KRTIFICATR OF MATT.INR (37 CFR 1.10> 
"Express Mail" No. ! TfeCt^'^ tt$SC> llS Date of Deposit:. 

I liereby certify that this transmittal together with the patent application referred to 
below is being deposited with the United States Postal Service "Express Mail Post Offlce 
to Addressee" service under 37 CFR 1.10 on the date indicated above and is addressed to 
the Commissioner of Patents and Trademarks, Washington, DC 20231. 


Julie Lyons, Legal Technician 

Name of Person Mailing Paper 


ugnature ^ 


IN THE UNITED STATES PATENT AND TRADEMARK OFFICE 


Commissioner of Patents and Trademarks 
Washington, DC 20231 

Transmitted herewith for filing is the complete application for Patent Term Extension of United 
States Patent 4,902,683. 


The filing fee 


5CIFICDlJiM)SIT ACCOUNT AUTHORIZATION. Please charge my Deposit Accoimt No. 
21-0718 in the ^bunt of the total filing fee above, or such greater or lesser amount as the 
determines is required by law. 

Respectfully submitted. 




L A. Gammill, Attorney 
Registration No. 31,820 
Telephone: (616) 385-7829 

Mlg. Address: Intellectual Property Legal Services, Pharmacia & Upjohn Company, 
Kalamazoo, MI 49001 


DEPOSIT COPY 



IMEOT/ DockBt No. : 4121 


II. FILING FKFS 


The filing fee has been calculated as shewn belcw for the claims pending after 
amendment: 


Mb. Filed 

No. Eictra 

Rate 

Fee 

TOTMi CIAIMS FEE 13 - 20 = 

0 

X $12 

$0.00 

INDEPENDENT CLAIMS YEE 2 — 3 = 

0 

X $34 

$0.00 

[] MUI/i'lPJL£ DEPESNDENT CEAIM FEE 


$110 

$0.00 

B2\SIC FEE 



$340.00 

TOTAL FTTiTNG FEE 



$340.00 


SPE3CIPIC DEFOeiT MCaDUNT M7EraaRI2aTION. Please charge ity Deposit Account 
No. 21-0718 in the amount of the total filing fee above. Triplicate copies of 
this paper are enclosed. 

GENERTUIj deposit NXsawr AOflHDRIZATIGN. The Ooaoamissioner is hereby authorized 
to charge payment of the following fees associated with this communication or 
dioring the pendency of this application or credit any overpayment to Deposit 
Account No. 21-0718: 


(1) Any additional filing fees or fees for the presentation of additional 
claims required under 37 CFR 1.16. 

(2) Any patent application processing fees xmder 37 CFR 1.17. 

No authorization is given to charge the Issue Fee (37 CFR 1.18) . 
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PATENT/ Docket No. 4121.JF1 
U.S. Patent 4,902,683 


gRTIFTnATE OF MAILING (37 CFR 1.10) 
"Express Mail" No. ; Tfefet'lM '8^$2><g uS Date of Deposit 


I hereby certify that this transmittal together with the patent application referred to 
below is being deposited with the United States Postal Service "Express Mail Post Of^ce 
to Addressee" service under 37 CFR 1*10 on the date indicated above and is addressed to 
the Commissioner of Patents and Trademarks, Washington, DC 20231* 


Julie Lyons, Legal Technician 

Name of Person Mailing Paper 


signature 


IN THE UNITED STATES PATENT AND TRADEMARK OFFICE-, 


Commissioner of Patents and Trademarks 
Washington, DC 20231 


Transmitted herewith for filing is the complete application for Patent 'Mrm^^lxfension of United 


States Patent 4,902,683. 


The filing fee is $1,060.00. 


SPECIFIC DEPOSIT ACCOUNT AUTHORIZATION. Please charge my Deposit Accoxmt No. 
21-0718 in the amount of the total filing fee above, or such greater or lesser amount as the 
Commissioner determines is required by law. 


Respectfully submitted. 


V Martha A. Gammill, Attorney 


Registration No. 31,820 
Telephone: (616) 385-7829 


Mlg. Address: Intellectual Property Legal Services, Pharmacia & Upjohn Company, 
Kalamazoo, MI 49001 


